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1 . FOLLOWING IS PROPOSED BACKGROUND PAPER FOR DR. BENNETT'S 
DISCUSSIONS WITH MHW : 

ABBOTT LABS TFC CASE 
BRIEFING FOR DR. IVAN BENNETT, CHAIRMAN 
- OF THE U.S.-JAPAN COOPERATIVE SCIENCE COMMITTEE 
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I. INTRODUCTION: THE U.S.-JAPAN TRADE FACILITATION COM 
MITTEE (TFC) WAS ESTABLISHED IN SEPTEMBER 1977 BY THE 
U.S. SECRETARY OF COMMERCE AND THE JAPANESE MINISTER OF 
INTERNATIONAL TRADE AND INDUSTRY (MITI) TO ENCOURAGE IN- 
CREASED JAPANESE IMPORTS THROUGH COOPERATION IN TRADE 
DEVELOPMENT ACTIVITIES AND IN THE RESOLUTION OF MARKET 
ACCESS PROBLEMS. A PRINCIPAL FUNCTION OF THE TFC IS TO 
HELP U.S. EXPORTERS RESOLVE PROBLEMS INVOLVING JAPANESE 
GOVERNMENT IMPORT RESTRICTIVE REGULATIONS OR ACTIONS SUCH 
AS "BUY JAPAN" PROCUREMENT PRACTICES, ARBITRARY ADMINIST- 
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RATION OF PRODUCT SAFETY AND HEALTH STANDARDS, AND OFFI- 
CIAL PRESSURE ("ADMINISTRATIVE GUIDANCE") ON IAPANESE END- 
USERS TO BUY IAPANESE RATHER THAN FOREIGN-MADE PRODUCTS. 

THIS BRIEFING CONCERNS ONE MARKET ACCESS CASE BEFORE THE 
TFC - ABBOTT LABS. ESSENTIALLY THE ABBOTT LABS CASE IN- 
VOLVES EXCESSIVE DELAYS IN APPROVING AN ABBOTT LABS 
HEPATITIS TEST - THUS LIMITING ITS MARKET ACCESS-AND 
JAPANESE MINISTRY OF HEALTH AND WELFARE "ADMINISTRATIVE 
GUIDANCE" TO THE JAPAN RED CROSS TO USE A DOMESTICALLY- 
DEVELOPED TEST RATHER THAN THE ABBOTT LABS TEST. DESPITE 
CLEAR SCIENTIFIC EVIDENCE THAT THE ABBOTT TEST IS MORE 
ADVANCED IN DETECTING HEPATITIS. 

II. HISTORY: ABBOTT LABS, THROUGH ITS JOINT VENTURE 
SUBSIDIARY DAINABOT, HAS ATTEMPTED TO GAIN MINISTRY OF 
HEALTH AND WELFARE (MHW) APPROVAL FOR THE USE OF ITS 
THIRD GENERATION HEPATITIS TEST AUSRIA SINCE ITS APPROVAL 
BY THE USG IN 1972. AUSRIA, A RADIOIMMUNOASSAY TEST (RIA), 

IS WIDELY RECOGNIZED IN THE FIELD TO BE THE MOST SEN- 
SITIVE TEST AVAILABLE. IT IS THE TEST USED BY BOTH THE 
AMERICAN NATIONAL RED CROSS AND THE CENTER FOR DISEASE 
CONTROL (WHICH SERVES AS THE REFERENCE LABORATORY FOR THE 
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WORLD HEALTH ORGANIZATION), AND IT IS ALSO WIDELY USED 
THROUGHOUT THE DEVELOPED WORLD. FORMAL APPLICATIONS FOR 
GOJ APPROVAL WERE SUBMITTED TO MHW IN 1974 AND 1976, BUT 
THE COMPANY HAS NOT RECEIVED AN OFFICIAL RESPONSE. UNDER 
A "GRANDFATHER" CLAUSE TO THE PHARMACEUTICAL AFFAIRS LAW 
(PAL), MHW HAS PERMITTED THE USE OF AUSRIA AS A "CHARGED 
CLINICAL" IN PRIVATE HOSPITALS AND DIAGNOSTIC CLINICS. 

ABBOTT IS SEEKING FORMAL APPROVAL, HOWEVER, TO GIVE AUSRIA 
THE OFFICIAL RECOGNITION IT DESERVES, AND TO MAKE IT 
ELIGIBLE FOR REIMBURSEMENT UNDER JAPAN'S NATIONAL HEALTH 
INSURANCE PROGRAM. 

ABBOTT LABS IS SEPARATELY ASKING MHW’S AUTHORIZATION FOR 
JAPAN RED CROSS’ (JRC) USE OF AUSRIA TO SCREEN BLOOD 
DONATIONS FOR TRANSFUSION. ABBOTT HAS BEEN IN CLOSE 
CONTACT WITH THE JRC SINCE 1972 ABOUT USING AUSRIA AND 
GAINED THE JRC TECHNICAL COMMITTEE'S ORAL AGREEMENT IN 
1976 TO THE NEED FOR A THIRD GENERATION TEST, BUT MHW 
REPORTEDLY REFUSED A JRC REQUEST FOR AUTHORIZATION TO 
PURCHASE AUSRIA ON THE GROUNDS THAT COMMERCIAL RIA TESTS 
WERE TOO EXPENSIVE. THE GOJ HAS RECENTLY DENIED THAT THE 
JRC EVER REQUESTED AUTHORIZATION TO PURCHASE AUSRIA AND, 

IN RESPONSE TO OUR INQUIRIES ABOUT DELAYS IN APPROVING 
AUSRIA, HAS NEVER MENTIONED COST AS A FACTOR. 

ABBOTT LABS BELIEVES IT HAS ENCOUNTERED A TYPICAL JAPANESE 
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NON-TARIFF BARRIER IN ITS EFFORT TO MARKET AUSRIA IN 
,APAN, I.E., GOJ DELAYS IN APPROVING AUSRIA MAY BE THE 
RESULT OF AN EFFORT TO PROTECT DOMESTIC MANUFACTURERS OF 
LESS-SENSITIVE SECOND-GENERATION HEPATITIS TESTS UNTIL 

THEY CAN DEVELOP THE TECHNOLOGY NECESSARY TO PRODUCE A 
THIRD GENERATION TEST EQUAL IN EFFECTIVENESS TO AUSRIA. 
ABBOTT BROUGHT THIS PROBLEM TO THE ATTENTION OF THE U.S.- 
JAPAN TRADE FACILITATION COMMITTEE (TFC). 
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A FORMAL MARKET ACCESS COMPLAINT ON BEHALF OF ABBOTT LABS 
WAS SUBMITTED TO THE JAPANESE SIDE OF THE TFC JANUARY 8, 

AND A GOJ RESPONSE WAS RECEIVED MARCH 7 (SEE HANAOKA TO 
BUTTON LETTER). IN ITS RESPONSE THE GOJ ARGUED THAT 
AUSRIA WAS OF DOUBTFUL EFFECTIVENESS IN DETECTING THE 
PECULIAR AND DOMINANT JAPANESE SUBTYPE OF HEPATITIS B 
"ADR", AND IT STATED THAT IT WOULD TAKE AN "EXPERT GROUP" 

ONE YEAR OR MORE TO ESTABLISH A REFERENCE PANEL ACCORDING 
TO WHICH MHW COULD EVALUATE THE SAFETY. EFFECTIVENESS AND 
RELIABILITY OF VARIOUS COMMERCIAL HEPATITIS TESTS. IN 
ADDITION, THE GOJ ACKNOWLEDGED THAT THE HEPATITIS PROBLEM 
IN JAPAN WAS "SEVERE", AND STATED THAT THE JRC ADOPTED A 
REVERSE PASSIVE HEMAGLUTINATION TEST IN APRIL 1976 UNDER 
"ADMINISTRATIVE GUIDANCE". 

SUBSEQUENT INFORMATION RECEIVED FROM THE U.S. FOOD AND 
DRUG ADMINISTRATION (FDA), THE AMERICAN NATIONAL RED 
CROSS (ANRC), THE CENTER FOR DISEASE CONTROL (CDC) 

AND ABBOTT LABS SUPPORTS ABBOTT'S CLAIM THAT AUSRIA IS 
MORE SENSITIVE AND RELIABLE THAN THE R-PHA TECHNIQUE, 

AND CALLS INTO QUESTION THE NEED FOR A FULL YEAR BEFORE 
AUSRIA CAN BE EVALUATED FOR POSSIBLE APPROVAL UNDER THE 
PAL : 


1) ANRC AND CDC SOURCES STATE UNEQUIVOCALLY THAT RIA, 
THE TECHNIQUE USED BY AUSRIA, IS MORE SENSITIVE AND WILL 
RESULT IN MORE DETECTIONS THAN THE R-PHA TECHNIQUE. IN 
STUDIES PERFORMED AT THE ANRC, RIA (AUSRIA, ABBOTT LABS) 
DETECTED 6-8 PERCENT MORE HEPATITIS-POSITIVE SAMPLES THAN 
R-PHA (AUSCELL, ABBOTT LABS). IN A STUDY PERFORMED AT 
MIDDLESEX HOSPITAL, LONDON, RIA DETECTED 1 1 PERCENT MORE 
HEPATITIS-POSITIVE SAMPLES THAN R-PHA. THE R-PHA 
TEST USED BY THE JRC HAS NOT BEEN EVALUATED AGAINST RIA 
LIMITED OFFICIAL USE 
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(AUSRIA), BUT IT IS THOUGHT THAT A SIMILAR RESULT WOULD 
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APPLY. 

2) ACCORDING TO FDA AND CDC, AUSRIA SHOULD HAVE NO PRO- 
BLEM IN DETECTING THE JAPANESE SUBTYPE "ADR" (CONTRARY 
TO GOJ JUNE 7 RESPONSE) SINCE THE MAJOR ANTIGENIC 
DETERMINANTS "A" AND "D" ARE THE SAME IN BOTH COUNTRIES. 

3) ABBOTT LABS HAS THE CAPABILITY TO PROVIDE MHW WITH A 
REFERENCE PANEL GEARED TO MHW'S SPECIFICATIONS (RE SUB- 
TYPE REPRESENTATION, SENSITIVITY, ETC.) ON A CONTRACT 
BASIS WITHIN TWO WEEKS. THIS CALLS INTO QUESTION THE 
NECESSITY FOR A FULL YEAR FOR THE GOJ TO ESTABLISH THE 
ABOVE NOTED REFERENCE PANEL. 

4) BY INITIATING THE R-PHA DEVELOPMENT PROGRAM IN APRIL 
1976, THE GOJ GAVE DE FACTO APPROVAL TO THE R-PHA TECH- 
NIQUE DESPITE CLEAR SCIENTIFIC EVIDENCE THAT R-PHA IS 
INFERIOR TO RIA IN SENSITIVITY. BY DENYING THE JRC 
PERMISSION TO PURCHASE AUSRIA, THE MHW CONTINUES TO PRO- 
TECT THE PROGRAM BEGUN IN 1976 UNDER ITS OWN GUIDANCE. 

5) DAINABOT HAS SUPPLIED MHW WITH TESTS RESULTS OF OVER 
3,000 CASES FROM DIFFERENT JAPANESE HOSPITALS SHOWING 
THAT AUSRIA DETECTED 1.5 TO 10 TIMES AS MANY POSITIVES 
AS CEP, THE TEST METHODOLOGY USED BY THE JRC UNTIL IT 
ADOPTED R-PHA SOMETIME IN 1977. 

6) THERE HAVE BEEN AT LEAST THREE INVESTIGATORS FROM 
THE JRC INVOLVED IN STUDIES ON AUSRIA. EACH INVESTIGATOR- 
DR. TOKUNAGA - TOKYO RED CROSS, DR. ITOHOKKAIDO, RED 
CROSS, AND DR. HOSOI-KYOTO, RED CROSS-FOUND AUSRIA TO 

BE MORE SENSITIVE THAN CEP. (WE ARE UNAWARE OF ANY TEST 
RESULTS COMPARING AUSRIA TO THE R-PHA TEST NOW USED BY 
THE JRC). 
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ABBOTT LABS HAS BEEN WAITING FOR OVER FOUR YEARS FOR THE 
MHW TO APPROVE AUSRIA UNDER THE PAL. GIVEN AUSRIA'S 
PROVEN EFFECTIVENESS GENERALLY AND, IN PARTICULAR, IN 

DETECTING THE JAPANESE SUBTYPE OF HEPATITIS, IT IS THE USG 
VIEW THAT FORMAL APPROVAL UNDER THE PAL SHOULD BE OBTAIN- 
ABLE IN LESS THAN A FULL YEAR. MOREOVER, GIVEN THE 
EVIDENCE OF AUSRIA’S SUPERIOR EFFECTIVENESS TO THE R-PHA 
TEST METHODOLOGY, IT IS OUR VIEW THAT THE MHW SHOULD 
AUTHORIZE THE JRC TO PURCHASE AUSRIA UNLESS GOOD REASONS 
CAN BE SHOWN WHY THIS ACTION SHOULD NOT BE TAKEN. 

HI. RECORD OF USG-GOJ CONTACTS ON ABBOTT TFC CASE : 
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1) THIS CASE HAS RECEIVED HIGH-LEVEL ATTENTION IN SEVERAL 
MEETINGS BETWEEN U.S. AND GOJ OFFICIALS IN WHICH OTHER 
TFC CASES WERE ALSO GENERALLY DISCUSSED. SPECIFICALLY, 

A) ASSISTANT SECRETARY (COMMERCE) WEIL MEETING WITH 
THEN DEPUTY-DIRECTOR INTERNATIONAL TRADE POLICY BUREAU 

(MITI) HANAOKA; MAY 30, 1978; 

B ) ASSISTANT SECRETARY (STATE) KATZ MEETING WITH 
HANAOKA; MAY 31, 1978; 

C) UNDERSECRETARY (STATE) COOPER MEETING WITH DEPUTY 
FOREIGN MINISTER MIYAZAKI; MAY 30, 1978; 

D) SECRETARY OF STATE VANCE MEETING WITH MINISTER OF 
EXTERNAL ECONOMIC AFFAIRS, USHIBS. 

2) AMBASSADOR MANSFIELD DISCUSSED THIS CASE WITH MINISTER 
LIMITED OFFICIAL USE 
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OF HEALTH AND WELFARE OZAWA. OZAWA PROMISED TO SEE WHAT 
HE COULD DO TO EXPEDITE AUSRIA APPROVAL. (JULY 3, 1978) 

3) JUSTIN BLOOM (SCIENCE COUNSELOR, U.S. EMBASSY) AND 
OTHER EMBASSY OFFICERS HAVE MET WITH THE MHW SECRE- 
TARIAT'S INTERNATIONAL AFFAIRS DIVISION DIRECTOR KANEDA 
AND PHARMACEUTICAL AFFAIRS BUREAU DIRECTOR DR. SAITO. 

THE GOJ OFFICIALS BASICALLY REITERATED POINTS MADE IN THE 
GOJ'S JUNE 7 RESPONSE, EXCEPT TO ADD THEIR ASSERTION THAT 
THE JRC NEVER REQUESTED PERMISSION TO PURCHASE AUSRIA. 

THE PHARMACEUTICAL BUREAU OF MHW APPARENTLY HAS RESPON- 
SIBILITY FOR THE APPROVAL OF COMMERCIAL HEPATITIS TESTS. 

(MAY 30, 1978 AND JUNE 7, 1978). 

IV. TALKING POINTS : WE WOULD APPRECIATE ANY EFFORTS 
YOU CAN MAKE TOWARDS GAINING EXPEDITED APPROVAL OF AUSRIA 
UNDER THE PAL AND MHW AUTHORIZATION TO THE JRC TO PURCHASE 
AUSRIA IN THEIR BLOOD DONATION SCREENING PROGRAM. THE 
FOLLOWING TALKING POINTS MAY BE USEFUL : 

1) THE RADIOIMMUNOASSAY TEST METHODOLOGY FOR HEPATITIS IS 
THE MOST SENSITIVE AND RELIABLE METHODOLOGY AVAILABLE 
TODAY. IN TESTS COMPARING RADIOIMMUNOASSAY AND REVERSE 
PASSIVE HEMAGLUTINATION, RADIOIMMUNOASSAY HAS CONSISTENT- 
LY DETECTED AT LEAST 6 TO 8 PERCENT MORE HEPATITIS- 
POSITIVES THAN REVERSE PASSIVE HEMAGLUTINATION. 

2) AUSRIA. THE THIRD GENERATION HEPATITIS TEST PRODUCED 
BY ABBOTT LABS, HAS BEEN RECOGNIZED IN THE UNITED STATES 
AS THE MOST SENSITIVE, EFFECTIVE AND CONSISTENT OF THE 
COMMERCIALLY - AV AIL ABLE RADIOIMMUNOASSAY TESTS. IT IS 
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USED AS THE PRIMARY TEST PROCEDURE BY THE AMERICAN 
NATIONAL RED CROSS AND THE CENTER FOR DISEASE CONTROL. 

IT HAS BEEN RECOGNIZED IN VARIOUS INTERNATIONAL SYMPOSIA 
ON HEPATITIS AND THE MEANS OF ITS DETECTION. THE GOJ 
DELAYS IN OFFICIALLY APPROVING AUSRIA, THEREFORE, LACK 
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A SOUNDSCIENTIFIC EXPLANATION. 

3) GIVEN THE VERY SERIOUS HEPATITIS PROBLEM IN JAPAN, THE 
JAPAN RED CROSS SHOULD USE THE MOST SENSITIVE AND 
RELIABLE HEPATITIS TEST PROCEDURE FOR SCREENING BLOOD 
DONATIONS INTENDED FOR TRANSFUSION. FAILURE TO DO SO 
WOULD INVOLVE UNNECESSARY HEALTH RISKS FOR JAPANESE 
PATIENTS NEEDING BLOOD TRANSFUSIONS. CHRISTOPHER 

LIMITED OFFICIAL USE 
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